Epigenetic basis of neuronal plasticity: Association with R/G-band boundaries on human chromosomes  by Watanabe, Yoshihisa & Maekawa, Masato
Neuroepigenetics 7 (2016) 1–5
Contents lists available at ScienceDirect
Neuroepigenetics
j ourna l homepage: WWW.ELSEVIER.COM/LOCATE/NEP IGEpigenetic basis of neuronal plasticity: Association with R/G-band
boundaries on human chromosomesYoshihisa Watanabe ⁎, Masato Maekawa
Department of Laboratory Medicine, Hamamatsu University School of Medicine, 1-20-1 Handayama, Higashi-ku, Hamamatsu 431-3192, Japan⁎ Corresponding author.
E-mail address: yoshwata@hama-med.ac.jp (Y. Wata
http://dx.doi.org/10.1016/j.nepig.2016.08.001
2214-7845/© 2016 The Authors. Published by Elseviera b s t r a c ta r t i c l e i n f oArticle history:
Received 18 March 2016
Received in revised form 30 July 2016
Accepted 2 August 2016Epigenetic mechanisms have been suggested to have roles in neuroplasticity, in particular with regard to
learning andmemory formation, and in a range of neural diseases. In addition to epigenetic marks, the human
genome also contains large-scale compartmentalized structures that might also inﬂuence neuroplasticity and
neural disease. These structures result from variations in the amounts of GC% and in the timing of DNA
replication and give rise to longitudinal differentiation (light and dark bands) along chromosomes after the
appropriate staining. Here we describe our current understanding of the biological importance of the
boundaries between these light and dark bands (the so-called R/G boundaries). We propose that the R/G-band
boundaries onhuman chromosomes can be altered by epigeneticmechanisms, and that these changesmay affect
neuroplasticity, which is important to memory and learning, and may also have a role in the development of
neural diseases associated with genomic instability.
© 2016 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY-NC-ND license
(http://creativecommons.org/licenses/by-nc-nd/4.0/).1. Introduction: DNA sequences and chromosome bands
Considerable research effort is currently being expended on
elucidating the genetic and epigenetic bases of neuroplasticity
associated with learning and memory formation and with neural
diseases. One aspect of this research is investigation of the
relationship between large-scale chromatin structures and the
epigenetic mechanisms that inﬂuence normal and abnormal mental
development in humans. This review discusses the potential medical
signiﬁcance of one particular type of large-scale chromatin structure
for conditions related to neuronal plasticity and to neural diseases
associated with genomic instability.
Eukaryotic genomes contain regions with differing amounts of
guanidine and cytosine residues (GC%); in mammals, these different
regions have been shown to vary consistently in their replication
timing patterns (Bernardi et al., 1985; Ikemura, 1985; Aota and
Ikemura, 1986; Holmquist, 1989; Gardiner et al., 1990; Saccone et al.,
1999; Pilia et al., 1993). Bernardi suggested the term “isochores” for
regions (N300 kb) with homogenous GC contents (Bernardi et al.,
1985). As isochores can show differences in staining intensity with the
appropriate cytological dyes, such as Giemsa, chromosomes appear
to have bands of light and dark staining regions. Giemsa dark (G)
bands replicate late in S-phase and are mainly composed of AT-rich
sequences (Table 1). Some Giemsa pale (R) bands are GC rich and
replicate very early; these are termed T bands. The remaining R bandsnabe).
Inc. This is an open access article ureplicate early but have variable GC contents (Ikemura and Aota,
1988; Bernardi, 1989; Ikemura et al., 1990; Ikemura and Wada, 1991;
Bernardi, 1993; Craig and Bickmore, 1993; Saccone et al., 1993).
Although chromosome banding is a cytological phenomenon, the
variations in sequence contents and replication timing of the bands
have been used to deﬁne boundaries at the genomic level.
Epigenetic modiﬁcations, such as methylation, acetylation, or
phosphorylation of histone proteins or methylation of the DNA, can
cause changes to chromatin structure. These changes in chromatin
structure may alter the binding of transcription factors or enhancer
element binding proteins to promoter sites, thereby modifying gene
transcription patterns (Gibbs et al., 2010). Consequently, regulation of
changes to chromatin structure is important in the control of mRNA
production (Bagot and Meaney, 2010). The epigenetic changes to
chromatin structure are not permanent but can be reversed; this
characteristic makes them suited to a role in memory formation. For
example, the addition or removal of modifying functional groups on
histones causes folding or unfolding changes in chromatin structure.
In mature neurons, the addition of such functional groups to histones
is transient and can be reversed in response to environmental stimuli
(Bagot and Meaney, 2010).
The methylation of DNA is another epigenetic modiﬁcation with a
potential role in long-term memory formation. DNA methyltransferase
(DNMT) enzymes, such as DNMT1, DNMT3A and DNMT3B, are highly
expressed in the adult central nervous system (Fatemi et al., 2002; Feng
et al., 2005; Feng et al., 2010); the activity of these enzymes, and the
level of DNAmethylation, is inﬂuenced by environmental cues (Feng et
al., 2005). In vitro experiments using cortical neuronal cultures havender the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
Table 1
Characterization of chromosome bands.
Chromosome band G/Q band R band T band (R subgroup)
Replication timing Late Early Very early
GC% AT-rich Medium GC-rich
Gene density Low High Very high
Chromatin appearance Compact Loose Loose
2 Y. Watanabe, M. Maekawa / Neuroepigenetics 7 (2016) 1–5shown that the DNMT inhibitor 5-azadeoxycytidine can diminish DNA
methylation levels and reduce expression of the memory-related gene,
REELIN (Feng et al., 2005). DNMT mRNA (and its protein) has been
shown to be present and active in cells of the central nervous system,
indicating that changes in DNA methylation levels are involved in the
normal functioning of the adult central nervous system. DNA methyl-
ation marks act either through steric inhibition of transcription factor
binding or by recruiting reader proteins containing methyl-binding
domains. Thus, these methylation marks may either reduce transcrip-
tional efﬁciency or affect chromatin structure by recruiting histone
deacetylases (Jones et al., 1998).
The GRIK1, GRIA2 and GRIA4 loci contain sequencemotifs or similar
sequences for the binding of the protein SATB1 (special AT-rich
sequence binding protein 1) and these may be involved in controlling
changes in replication timing in and around transition regions (Oda et
al., 2012). Replication proﬁles, which correspond with chromosomal
bands, are cell-type speciﬁc, and changes to these proﬁles identify
chromosomal segments that are reorganized during differentiation
(Hiratani et al., 2008). Moreover, cell pluripotency is associated with
smaller replication domains and a higher density of timing transition
regions that interrupt isochore replication timing (Hiratani et al.,
2008).
2. Characteristic chromatin structures in chromosome band
boundaries
The differences in GC contents between early and late replicating
chromosomal regions are mirrored by differences in chromosomal
structure at interphase and at metaphase of mitosis. In particular, early
replicating regions have a looser chromatin structure than late
replicating regions (Holmquist et al., 1982; Holmquist, 1989; Bernardi,
1989; Craig and Bickmore, 1993). Thus, chromosomal regions that show
a transition in replication timing also show a transition in chromatin
compaction. In terminally differentiated cells, such as neurons, these
patterns of chromatin compaction are generally stable (Fig. 1). If
a transition in chromatin compaction occurs within a gene, it
might increase genomic instability and susceptibility to agents that
inﬂuence gene expression. Consequently, chromatin instability and
likelihood of DNA damage (including DNA rearrangements) may be
greater in regions with replication transition than elsewhere in the
genome (Fig. 1) (Bierne and Michel, 1994; Verbovaia and Razin,
1997; Rothstein et al., 2000;Watanabe et al., 2002, 2004, 2008, 2009;
Puliti et al., 2010; Poretti et al., 2011; De and Michor, 2011).
Replication timing is often considered in terms of the interaction of
transcriptional activity and chromatin structure (Hiratani et al., 2009).
There is strong evidence that cellular differentiation is accompanied
by coordinated changes in replication timing and transcription.
These changes take place at the level of megabase-sized domains
(R, G-chromosome bands) and are greater than localized alterations
in chromatin structure or transcription (Hiratani et al., 2009). On the
basis of these results, we propose that a key transition stage occurs
during the middle of S-phase (R/G-band boundaries of human
chromosomes) and that changes in replication timing that traverse
this period are associated with changes in the activity of groups of
promoters.
Interestingly, regions with an early to late switch in replication
timing, so-called R/G-chromosomal boundaries, have been found tohave a greater incidence of DNA sequences that can form non-B-DNA
structures compared to other areas in the genome (Watanabe and
Maekawa, 2010a, 2010b, 2013). Non-B-DNA structures are more
likely to impede replication fork movement than normal chromatin.
Therefore, R/G-chromosomal boundaries are genomic regions with a
higher likelihood of stalled replication. Failure to complete replication
has been suggested to increase the risk of genetic instability and to
cause genetic mutations that have been found to be associated with
many human diseases (Watanabe and Maekawa, 2010a, 2010b,
2013). It has been hypothesized that R/G-chromosomal boundaries
are also more susceptible to epimutations than other parts of the
genome (Watanabe and Maekawa, 2010a, 2010b, 2013).
3. Relationships between neuronal plasticity and/or neural
disease and chromosomal R/G-band boundaries
Human chromosome 21 is not only responsible for Down
syndrome (trisomy 21), but also carries genes associated with the
development of neural diseases such as Alzheimer's disease and
amyotrophic lateral sclerosis. In order to investigate the molecular
pathology of neural disease, DNA replication timing on human
chromosome 21q was analyzed (Watanabe et al., 2002). Three large
genes, amyloid beta precursor protein (APP), glutamate ionotropic
receptor kainite type subunit 1 (GRIK1) and Down syndrome cell
adhesion molecule (DSCAM), were found to be located in regions
where DNA replication timing switched from early to late S phase
(Watanabe et al., 2002, 2014). Interestingly, GRIK1 was located in a
replication transition region in neural precursor cells (NPCs) but not
in embryonic stem cells (ESCs); in the latter, it was located in a later
replication timing region (Watanabe et al., 2014). Other large
glutamate receptor genes are also located in or near transition
zones in NPCs but not in ESCs where they often locate in later
replication timing zones or in late replication zones. Early replicating
regions tend to have “looser” chromatin structures compared to late
replicating zones (Holmquist et al., 1982; Holmquist, 1989; Bernardi,
1989; Craig and Bickmore, 1993; Watanabe and Maekawa, 2010a,
2010b, 2013). Therefore, a change in relative chromatin compaction is
likely to occur within a transition region of replication timing. This
effect is illustrated by the four genes that encode the transmembrane
AMPA glutamate receptor that mediates fast synaptic transmission
in the central nervous system. Analysis of their replication timings
indicated that they were clearly located in transition zones in
NPCs but not in ESCs (Watanabe et al., 2014). We propose that this
transition is universal in patients with neurological diseases, and that
many neural genes and/or neural disease genes are located in the
early/late-switch regions that correspond to the R/G-band boundaries
on human chromosomes.
DNA methylation changes in three glutamate receptor genes,
before and after replication transition, have been analyzed in NPCs
and ESCs. A lower rate of methylation was found in the 5′-upstream
genomic regions of GRIK1, GRIA2 and GRIA4 in NPCs compared to ESCs;
these genes were clearly located in early replication transition zones
in NPCs but not in ESCs (Watanabe et al., 2014). Thus, there was a
clear relationship between replication timing and DNA methylation:
earlier replication timing regions were relatively hypomethylated and
later replication timing regions were hypermethylated.
One possible explanation for the different replication timing of
large glutamate receptor genes and APP in different cell lines is that
it is altered by epigenetic mechanisms (Watanabe et al., 2014).
Recent studies have demonstrated that environmental factors can
alter epigenetic marks in the genome that control gene expression.
Thus, transition zones of DNA replication timing might be altered by
epigenetic mechanisms in response to environmental factors. Such
changes might be associated with the epigenetic basis of neuroplastic
changes, such as the synaptic plasticity involved in learning and
memory formation, and neural diseases associated with mutation of
Fig. 1. Proposed model for neuroplastic changes associated with epigenetic alterations to human chromosomes. The model suggests that high-risk/high-return regions in the human
genome are located in replication timing transition zones and that modiﬁcation of the chromatin structure during the development of neural disease (or neuroplastic changes)
affects the timing of ﬁring of replication origins.
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is responsible for basal excitatory synaptic transmission and for many
forms of synaptic plasticity, such as long-term potentiation and
long-term depression; these effects of glutamate receptor activation
are thought to underlie learning and memory (Ozawa et al., 1998;
Kimura et al., 2002; Debanne et al., 2003; Simeone et al., 2004; Pinheiro
and Mulle, 2008; Tanzi, 2012) (Fig. 1).
It has been shown that early-life experiences in rats can induce
epigenetic responses that subsequently inﬂuence behavior in adult
life (Weaver et al., 2004). Exposure of young rats to maternal nursing
stress alters the pattern of expression of the glucocorticoid receptor
within the hippocampus, which is involved in stress responses. This
study demonstrates that the epigenomic status of a gene can be
modiﬁed by behavioral programming, and also that this status is
potentially reversible (Weaver et al., 2004). Evidence has been
reported of sustained epigenetic mechanisms for gene regulation in
neurons involved in the regulation of normal and abnormal complex
behavior, including depression, drug addiction and schizophrenia
(Tsankova et al. 2007). Environmentally-induced epigenomic
changes and neuronal function may connected by speciﬁc epigenetic
mechanisms: many neural genes and/or neural disease genes are
located in the R/G-band boundaries on human chromosomes,
which correspond with genomic regions that are susceptible to
epigenetic changes induced by various factors including the environ-
ment (Fig. 1).
In terminally differentiated cells, such as neurons, the level of
chromatin compaction that is established during the ﬁnal round of
DNA replication is likely to be maintained. Four genes associated with
neural disease (APP, GRIK1, SOD1 and DSCAM) are present in early/late
transition regions (Watanabe et al., 2002, 2014; Watanabe and
Maekawa, 2013). Interestingly, the 5′ ends of all four genes replicate
later than their 3′ ends, suggesting greater chromatin compaction
at the 5′ ends. Transitions in chromatin compaction within these
neural disease genes may reﬂect tissue-speciﬁc expression patterns
and neuroplasticity. Therefore, the role of R/G bands might also be
relevant in the mature neuronal state as well as in the neurodevelop-
mental or adult neurogenesis stage.
DNA replication in the Xq27 region of the human X chromosome
is delayed in males with the fragile X syndrome (Hansen et al.,
1997). This region of delayed replication extends at least 400 kb 5′of FMR1 and appears to merge with chromatin that shows the
normal pattern of very late replication in proximal Xq27. The distal
border of the delayed replication region varies among individual
males, thereby deﬁning three replicon-sized domains that can be
affected in fragile X syndrome. The distal boundary of the largest
region of delayed replication is located between 350 and 600 kb 3′
of FMR1 (Hansen et al., 1997).
Duchenne and Becker muscular dystrophy are determined by two
very large genes located within common fragile sites (CFSs); CSFs are
speciﬁc chromosome regions that exhibit an increased frequency of
breaks when cells are exposed to a DNA-replication inhibitor such as
aphidicolin. Gross rearrangements within these genes are frequently
observed as the causative mutations for these diseases (Mitsui et al.,
2010). Furthermore, breakpoint-clustering regions within these large
genes coincide with the latest-replicating region and with large
nuclear-lamina-associated domains and are ﬂanked by R/G-band
boundaries and the highest-ﬂexibility peaks (Mitsui et al., 2010).
From these various reports, we propose that this transition is
present in patients with neurological disease but may also occur in
other physiological conditions.
4. Mechanism of neuronal plasticity and/or neural diseases based
on chromosomal R/G-band boundaries
We propose that chromatin conformation or replication timing
inﬂuences the expression of neural genes and/or neural disease genes
located in early/late-switch zones (Fig. 2). In our model, an increase
(or decrease) in the number of early acting replication origins alters
the timing of replication from mid S phase to early S phase (or mid S
phase to late S phase) (Fig. 2). In addition, these changes would also
cause amodiﬁcation of the chromatin environment of a neural disease
gene from an R/G band boundary (the boundary between euchroma-
tin and heterochromatin) to an R band (euchromatin) or a G band
(heterochromatin). In Fig. 2, the transition zone, indicated by a thick
arrow, is expected to be a large region that is devoid of origins and lies
between early and late-replicating domains (Ermakova et al., 1999;
Letessier et al., 2011; Debatisse et al., 2012; Watanabe and Maekawa,
2010a, 2010b, 2013). This transition zone may also be genomically
unstable as only replication forks that started at the edge of the early
zone are predicted to continue moving over a period of hours or to
Fig. 2. Proposedmechanism for how changes in replication timing of a neural disease gene located in a transition zone affect its expression. Replication timingmight switch frommid
S phase to early or late S phase due to increase (A) or decrease (B) of active early replication origins at the edge of the early replication zone. Additionally, the chromatin environment
of the neural disease gene might change from an R/G chromosome band boundary to an R or a G band. Stalling of the replication fork in the vicinity of neural disease genes might
induce chromosomal ampliﬁcation (triplet repeat expansions) or chromosome rearrangements that affect gene function, possibly through inﬂuencing the rate of expression. The
position of the neural disease gene (large gene) is indicated by the blue rectangle. E, early replication zone; L, late replication zone; E/L, early/late-switch region; R, R band; G, G band;
R/G, R/G band boundary; Ori, replication origin.
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forks initiated from adjacent later-replicating zones. A pause during
replication increases the risk of DNAbreaks and rearrangements (Bierne
and Michel, 1994; Verbovaia and Razin, 1997; Rothstein et al., 2000;
Watanabe and Maekawa, 2010a, 2010b, 2013). Therefore, the model
shown in Fig. 2 also predicts that regions with a switch in replication
timing have an increased risk of replication errors, such as stalling of the
replication fork, and a concomitantly increased risk of chromosomal
errors such as ampliﬁcations (e.g., triplet repeat expansions, which are
often found in mutations of neural disease genes) and rearrangements(such as translocations). Such de novo rearrangements might then
adversely affect expression of closely positioned neural disease genes
(Fig. 2). The model therefore suggests a mechanism for abnormal
expression of neural disease genes that is based on replication timing
patterns and chromosomal rearrangements.
5. Conclusions
In this review, we have discussed the potential signiﬁcance of R/
G-band boundaries in human chromosomes for disease conditions
5Y. Watanabe, M. Maekawa / Neuroepigenetics 7 (2016) 1–5related to neuronal plasticity and neural diseases associated with
genomic instability. To explain how such disease conditions might
ultimately be related to DNA replication timing, we describe a model
in which R/G-band boundaries correspond to high-risk/high-return
regions, which correlate with genomically unstable regions. These
regions are important in the epigenetic mechanisms that regulate
neuroplastic changes, such as long-term potentiation and long-term
depression.
Conﬂict of interests
The authors declare that there is no conﬂict of interests regarding
the publication of this paper.
Acknowledgements
This research was supported in part by a Grant-in-Aid for Scientiﬁc
Research (17390162, 20190291) from the Ministry of Education,
Science, Sports, Culture and Technology, Japan.
References
Aota, S., Ikemura, T., 1986. Diversity in G + C content at the third position of codons
invertebrate genes and its cause. Nucleic Acids Res. 14, 6345–6355.
Bagot, R.C., Meaney, M.J., 2010. Epigenetics and the biological basis of gene × environ-
ment interactions. J. Am. Acad. Child Adolesc. Psychiatry 49, 752–771.
Bernardi, G., Olofsson, B., Filipski, J., Zerial, M., Salinas, J., Cuny, G., et al., 1985. The
mosaic genome of warm-blooded vertebrates. Science 228, 953–958.
Bernardi, G., 1989. The isochore organization of the human genome. Annu. Rev. Genet.
23, 637–661.
Bernardi, G., 1993. The isochore organization of the human genome and its
evolutionary history — a review. Gene 135, 57–66.
Bierne, H., Michel, B., 1994. When replication forks stop. Mol. Microbiol. 13, 17–23.
Craig, J.M., Bickmore, W.A., 1993. Chromosome bands — ﬂavours to savour. BioEssays
15, 349–354.
De, S., Michor, F., 2011. DNA replication timing and long-range DNA interactions predict
mutational landscapes of cancer genomes. Nat. Biotechnol. 29, 1103–1108.
Debanne, D., Daoudal, G., Sourdet, V., Russier, M., 2003. Brain plasticity and ion
channels. J. Physiol. Paris 97, 403–414.
Debatisse, M., Le Tallec, B., Letessier, A., Dutrillaux, B., Brison, O., 2012. Common fragile
sites: mechanisms of instability revisited. Trends Genet. 28, 22–32.
Ermakova, O.V., Nguyen, L.H., Little, R.D., Chevillard, C., Riblet, R., Ashouian, N.,
Birshtein, B.K., Schildkraut, C.L., 1999. Evidence that a single replication fork
proceeds from early to late replicating domains in the Igh locus in a non-B cell line.
Mol. Cell 3, 321–330.
Fatemi, M., Hermann, A., Gowher, H., Jeltsch, A., 2002. Dnmt3a and Dnmt1 functionally
cooperate during de novo methylation of DNA. Eur. J. Biochem. 269, 4981–4984.
Feng, J., Chang, H., Li, E., Fan, G., 2005. Dynamic expression of de novo DNA
methyltransferases Dnmt3a and Dnmt3b in the central nervous system. J. Neurosci.
Res. 79, 734–746.
Feng, J., Zhou, Y., Campbell, S.L., Le, T., Li, E., Sweatt, J.D., et al., 2010. Dnmt1 and Dnmt3a
maintain DNA methylation and regulate synaptic function in adult forebrain
neurons. Nat. Neurosci. 13, 423–430.
Gardiner, K., Aissani, B., Bernardi, G., 1990. A compositional map of human chromosome
21. EMBO J. 9, 1853–1858.
Gibbs, J.R., van der Brug, M.P., Hernandez, D.G., Traynor, B.J., Nalls, M.A., Lai, S.L., et al.,
2010. Abundant quantitative trait loci exist for DNA methylation and gene
expression in human brain. PLoS Genet. 6, e1000952.
Jones, P.L., Veenstra, G.J., Wade, P.A., Vermaak, D., Kass, S.U., Landsberger, N., et al., 1998.
Methylated DNA and MeCP2 recruit histone deacetylase to repress transcription.
Nat. Genet. 19, 187–191.
Hansen, R.S., Canﬁeld, T.K., Fjeld, A.D., Mumm, S., Laird, C.D., Gartler, S.M., 1997. A
variable domain of delayed replication in FRAXA fragile X chromosomes: X
inactivation-like spread of late replication. Proc. Natl. Acad. Sci. U. S. A. 94, 4587–4592.
Hiratani, I., Takebayashi, S., Lu, J., Gilbert, D.M., 2009. Replication timing and transcriptional
control: beyond cause and effect–part II. Curr. Opin. Genet. Dev. 9, 142–149.
Hiratani, I., Ryba, T., Itoh, M., Yokochi, T., Schwaiger, M., Chang, C.W., et al., 2008. Global
reorganization of replication domains during embryonic stem cell differentiation.
PLoS Biol. 6, e245.
Holmquist, G.P., Gray, M., Porter, T., Jordan, J., 1982. Characterization of Giemsa dark-
and light-band DNA. Cell 31, 121–129.
Holmquist, G.P., 1989. Evolution of chromosome bands: molecular ecology of
noncoding DNA. J. Mol. Evol. 28, 469–486.Ikemura, T., 1985. Codon usage and tRNA content in unicellular and multicellular
organisms. Mol. Biol. Evol. 2, 13–34.
Ikemura, T., Aota, S., 1988. Global variation in G + C content along vertebrate
genome DNA: possible correlation with chromosome band structures. J. Mol.
Biol. 203, 1–13.
Ikemura, T., Wada, K., Aota, S., 1990. Giant G + C% mosaic structures of the human
genome found by arrangement of GeneBank human DNA sequences according to
genetic positions. Genomics 8, 207–216.
Ikemura, T., Wada, K., 1991. Evident diversity of codon usage patterns of human genes
with respect to chromosome banding patterns and chromosome numbers, relation
between nucleotide sequence data and cytogenetic data. Nucleic Acids Res. 19,
4333–4339.
Kimura, A., Umehara, T., Horikoshi, M., 2002. Chromosomal gradient of histone
acetylation established by Sas2p and Sir2p functions as a shield against gene
silencing. Nat. Genet. 32, 370–377.
Letessier, A., Millot, G.A., Koundrioukoff, S., Lachagès, A.M., Vogt, N., Hansen, R.S., et al.,
2011. Cell-type-speciﬁc replication initiation programs set fragility of the FRA3B
fragile site. Nature 470, 120–123.
Mitsui, J., Takahashi, Y., Goto, J., Tomiyama, H., Ishikawa, S., Yoshino, H., et al., 2010.
Mechanisms of genomic instabilities underlying two common fragile-site-
associated loci, PARK2 and DMD, in germ cell and cancer cell lines. Am. J. Hum.
Genet. 87, 75–89.
Oda, M., Kanoh, Y., Watanabe, Y., Masai, H., 2012. Regulation of DNA replication timing
on human chromosome by a cell-type speciﬁc DNA binding protein SATB1. PLoS
One 7, e42375.
Ozawa, S., Kamiya, H., Tsuzuki, K., 1998. Glutamate receptors in the mammalian central
nervous system. Prog. Neurobiol. 54, 581–618.
Poretti, G., Kwee, I., Bernasconi, B., Rancoita, P.M., Rinaldi, A., Capella, C., et al., 2011.
Chromosome 11q23.1 is an unstable region in B-cell tumor cell lines. Leuk. Res. 35,
808–813.
Puliti, A., Rizzato, C., Conti, V., Bedini, A., Gimelli, G., Barale, R., et al., 2010. Low-copy
repeats on chromosome 22q11.2 show replication timing switches, DNA ﬂexibility
peaks and stress inducible asynchrony, sharing instability features with fragile
sites. Mutat. Res. 686, 74–83.
Pilia, G., Little, R.D., Aissani, B., Bernardi, G., Schlessinger, D., 1993. Isochores and CpG
islands in YAC contigs in human Xq26.1–qter. Genomics 17, 456–462.
Pinheiro, P.S., Mulle, C., 2008. Presynaptic glutamate receptors: physiological functions
and mechanisms of action. Nat. Rev. Neurosci. 9, 423–436.
Rothstein, R., Michel, B., Gangloff, S., 2000. Replication fork pausing and recombination
or ‘gimme a break’. Genes Dev. 14, 1–10.
Saccone, S., De Sario, A., Wiegant, J., Raap, A.K., Della Valle, G., Bernardi, G., 1993.
Correlations between isochores and chromosomal bands in the human genome.
Proc. Natl. Acad. Sci. U. S. A. 90, 11929–11933.
Saccone, S., Federico, C., Solovei, I., Croquette, M.F., Della Valle, G., Bernardi, G., 1999.
Identiﬁcation of the gene-richest bands in human prometaphase chromosomes.
Chromosome Res. 7, 379–386.
Simeone, T.A., Sanchez, R.M., Rho, J.M., 2004. Molecular biology and ontogeny of
glutamate receptors in the mammalian central nervous system. J. Child Neurol. 19,
343–360.
Tanzi, R.E., 2012. The genetics of Alzheimer disease. Cold Spring Harb. Perspect. Med. 2
(10) (pii: a006296).
Tsankova, N., Renthal, W., Kumar, A., Nestler, E.J., 2007. Epigenetic regulation in
psychiatric disorders. Nat. Rev. Neurosci. 8, 355–367.
Verbovaia, L.V., Razin, S.V., 1997. Mapping of replication origins and termination sites in
the Duchenne muscular dystrophy gene. Genomics 45, 24–30.
Watanabe, Y., Fujiyama, A., Ichiba, Y., Hattori, M., Yada, T., Sakaki, Y., et al., 2002.
Chromosome-wide assessment of replication timing for human chromosomes 11q
and 21q: disease-related genes in timing-switch regions. Hum. Mol. Genet. 11,
13–21.
Watanabe, Y., Ikemura, T., Sugimura, H., 2004. Amplicons on human chromosome 11q
are located in the early/late-switch regions of replication timing. Genomics 84,
796–805.
Watanabe, Y., Shibata, K., Ikemura, T., Maekawa, M., 2008. Replication timing of
extremely large genes on human chromosomes 11q and 21q. Gene 421, 74–80.
Watanabe, Y., Abe, T., Ikemura, T., Maekawa, M., 2009. Relationships between
replication timing and GC content of cancer-related genes on human chromosomes
11q and 21q. Gene 433, 26–31.
Watanabe, Y., Maekawa, M., 2010a. Spatiotemporal regulation of DNA replication in the
human genome and its association with genomic instability and disease. Curr. Med.
Chem. 17, 222–233.
Watanabe, Y., Maekawa, M., 2010b. Methylation of DNA in cancer. Adv. Clin. Chem. 52,
145–167.
Watanabe, Y., Maekawa, M., 2013. R/G-band boundaries: genomic instability and
human disease. Clin. Chim. Acta 419, 108–112.
Watanabe, Y., Shibata, K., Maekawa, M., 2014. Cell line differences in replication timing
of human glutamate receptor genes and other large genes associated with neural
disease. Epigenetics 9, 1350–1359.
Weaver, I.C., Cervoni, N., Champagne, F.A., D'Alessio, A.C., Sharma, S., Seckl, J.R., et
al., 2004. Epigenetic programming by maternal behavior. Nat. Neurosci. 7,
847–854.
